Polymorphisms in DNA repair genes may alter DNA repair capacity and, consequently, lead to genetic instability and carcinogenesis. Several studies have investigated the association of the Asp312Asn and Lys751Gln polymorphisms in the xeroderma pigmentosum complementation group D (XPD) gene with the risk of non-Hodgkin's lymphoma (NHL), but the conclusions have been inconsistent. Therefore, we performed this meta-analysis to more precisely estimate these relationships. A systematic literature search was performed using the PubMed, Embase, and Chinese Biomedical (CBM) databases. Ultimately, 6 studies of Asp312Asn, comprising 3,095 cases and 3,306 controls, and 7 studies of Lys751Gln, consisting of 3,249 cases and 3,676 controls, were included. Pooled odds ratios (ORs) and 95% confidence intervals (CIs) were calculated to assess the strength of each association. Overall, no association was observed between the Asp312Asn polymorphism and NHL risk (homozygous: OR = 1.11, 95% CI = 0.94-1.32; heterozygous: OR = 1.00, 95% CI = 0.89-1.11; recessive: OR = 1.12, 95% CI = 0.95-1.31; dominant: OR = 1.02, 95% CI = 0.92-1.13; and allele comparison: OR = 1.04, 95% CI = 0.96-1.12) or between the Lys751Gln polymorphism and NHL risk (homozygous: OR = 0.97, 95% CI = 0.83-1.15; heterozygous: OR = 0.96, 95% CI = 0.86-1.06; recessive: OR = 1.00, 95% CI = 0.86-1.16; dominant: OR = 0.96, 95% CI = 0.87-1.06; and allele comparison: OR = 0.98, 95% CI = 0.91-1.05). Furthermore, subgroup analyses did not reveal any association between these polymorphisms and ethnicity, the source of the controls, or the NHL subtype. These results indicated that neither the Asp312Asn nor Lys751Gln XPD polymorphism was related to NHL risk. Large and well-designed prospective studies are required to confirm this finding.
Background
Non-Hodgkin's lymphoma (NHL) represents a large heterogeneous group of B-cell and T-cell lymphomas characterized by uncontrolled malignant clonal expansion. Approximately 80%-90% of all NHLs originate from B cells, i.e., B-cell lymphomas, which are further categorized into two major subtypes: diffuse large B-cell lymphoma (DLBCL) and follicular lymphoma (FL) [1] .
The incidence of NHL continues to increase worldwide, and an estimated 355,900 new NHL cases and 191,400 NHL deaths occurred in 2008 [2] . Moreover, NHL imposes a heavy burden on patients by reducing quality of life and work ability and by increasing disability. The etiology of NHL has yet to be fully understood. It is well known that single nucleotide polymorphisms (SNPs), common sources of human genetic variation, may contribute to an individual's susceptibility to cancer, including NHL [3] [4] [5] .
Genomic DNA damage caused by exposure to either endogenous or exogenous toxic substances, if not repaired, may lead to tumorigenesis. DNA repair pathways continuously correct damaged DNA to maintain genomic stability and homeostasis [6] . Defects in DNA repair pathways are closely associated with excessive cell death or the malignant transformation of cells, which may play a critical role in the progression of cancer [7] . Nucleotide excision repair (NER) is considered the most versatile DNA repair mechanism and is responsible for removing a wide variety of DNA lesions, including bulky adducts, crosslinks, oxidative DNA damage, alkylating damage, and thymine dimers [8] . This pathway involves an at least four-step reaction (i.e., damage recognition, damaged DNA incision, gapped DNA repair, and DNA ligation) and several key enzymes, including xeroderma pigmentosum complementation group D (XPD) [9] . Polymorphisms in the NER pathway may be implicated in carcinogenesis due to their potential to alter the DNA repair capacity of the host [10] .
XPD, also known as excision repair cross-comple mentation group 2 (ERCC2), is located at chromosome 19q13.3. It is one of the seven genetic complementation groups that encode for components of the NER pathway, which restores DNA damage caused by ionizing radiation and chemotherapy [10, 11] . There are two widely investigated polymorphisms in the coding region of XPD: Asp312Asn and Lys751Gln. The Asp312Asn polymorphism (rs1799793 G > A) at position 312 in exon 10 results in an amino acid substitution from aspartic acid (Asp) to asparagine (Asn), whereas the Lys751Gln polymorphism (rs13181 A > C) at position 751 in exon 23 causes an amino acid substitution from lysine (Lys) to glutamine (Gln) [12] .
Currently, several studies have investigated the association of the Asp312Asn [13] [14] [15] [16] [17] [18] or Lys751Gln [13] [14] [15] [16] [17] [18] [19] XPD polymorphism with NHL risk, but the conclusions were inconclusive. Therefore, we performed this metaanalysis of all eligible case-control studies to provide an updated and more precise estimation of these associations.
Methods
Literature search strategy A comprehensive literature search was performed to identify publications reporting on the association of the Asp312Asn or Lys751Gln polymorphism in the XPD gene with NHL risk. We searched the electronic literature in the PubMed, Embase, and Chinese Biomedical (CBM) databases for all relevant studies using the following key words: "XPD or xeroderma pigmentosum group D or ERCC2 or excision repair cross-complementation group 2", "variant or variation or polymorphism", and "NHL or non-Hodgkin lymphoma or non-Hodgkin's lymphoma" (last updated March 28, 2014) . All available publications were retrieved to evaluate their eligibility. The reference lists of the retrieved articles were also hand searched to find additional relevant publications. Only publications with the full text available were included.
Selection criteria
The inclusion criteria used in this meta-analysis were as follows: 1) evaluation of the association of the Asp312Asn and/or Lys751Gln polymorphisms of the XPD gene with NHL risk; 2) case-control, nested case-control, or cohort study; 3) sufficient data provided to estimate odds ratios (ORs) and 95% confidence intervals (CIs); 4) original genotyping data available from the data source; 5) English or Chinese language; and 6) agreement of the genotyping data of the controls with Hardy-Weinberg equilibrium (HWE).
The following exclusion criteria were adopted: 1) incomplete raw data; 2) repetitive reports (only the most recent report or the report containing the largest sample size was selected if more than one publication on the same study was retrieved); 3) the lack of a case-control design; and 4) departure from HWE without further evidence from other SNPs in the XPD gene.
Data extraction
The following information was collected from each study: the first author's surname, publication year, country of origin, ethnicity, source of the controls, genotyping methods, subtypes of NHL, total number of cases and controls, and genotype counts for the cases and the controls: the GG, GA, and AA genotypes for Asp312Asn (rs1799793 G > A) and the AA, AC, and CC genotypes for Lys751Gln (rs13181 A > C).
Subgroup analysis was conducted after stratifying by ethnicity (Asians, Caucasians, and mixed ethnicity), source of the controls (hospital-based and population-based), or the NHL subtypes (DLBCL and FL).
Statistical methods
The strength of the association between the Asp312Asn or Lys751Gln polymorphism and NHL risk was assessed by calculating ORs and corresponding 95% CIs. Briefly, the pooled ORs were estimated for Asp312Asn under the homozygous (AA vs. The Chi square-based Q-test was used to assess betweenstudy heterogeneity. If there was no heterogeneity (P > 0.10), the fixed-effect model (the Mantel-Haenszel method) was used [20] . Otherwise, the random-effect model (the DerSimonian and Laird method) was used [21] . The log of the standard error was plotted against the log for each publication to detect potential publication bias. Moreover, we assessed the asymmetry of the funnel plot using Egger's linear regression test. [22] Sensitivity analyses were conducted to assess the effect of each study on the results of NHL risk by excluding each investigation and recalculating the ORs and the 95% CIs for the remaining studies.
The analyses were performed using STATA software (version 11.0; Stata Corporation, College Station, TX, USA). All P values were two-sided, and P values less than 0.05 were considered significant.
Results

Study characteristics
A total of 11 potentially relevant publications were identified from the PubMed, Embase, and CBM databases. After assessment of the abstracts and the full texts, 2 publications [23, 24] were excluded due to the lack of relevance, and an additional 2 publications [25, 26] were excluded because they overlapped with other studies [13, 14, 16] . Ultimately, 7 publications met the inclusion criteria and were included in the final meta-analysis (Table 1) . Of them, 6 publications [13] [14] [15] [16] [17] [18] examined both Asp312Asn and Lys751Gln and 1 [19] examined only Lys751Gln.
Overall, 3,095 NHL cases and 3,306 controls for Asp312Asn and 3,249 NHL cases and 3,676 controls for Lys751Gln were included in the final meta-analysis. Three studies were conducted on Caucasians, 1 on Asians, and 2 on mixed ethnicities for the Asp312Asn polymorphism; 3 were conducted on Caucasians, 2 on Asians, and 2 on mixed ethnicities for the Lys751Gln polymorphism. With respect to the source of the controls, for Asp312Asn, 5 studies were population-based and 1 was hospital-based; for Lys751Gln, 5 studies were population-based and 2 were hospital-based. With respect to the NHL subtype, for Asp312Asn, 4 studies examined DLBCL and 5 examined FL, whereas for Lys751Gln, 5 studies examined DLBCL and 6 examined FL.
Meta-analysis results of Asp312Asn polymorphism
As shown in Table 2 and Figure 1 , our meta-analysis did not reveal any significant association between the Asp312Asn polymorphism and NHL risk under any genetic model (homozygous: OR = 1.11, 95% CI = 0.94-1.32; heterozygous: OR = 1.00, 95% CI = 0.89-1.11; recessive: OR = 1.12, 95% CI = 0.95-1.31; dominant: OR = 1.02, 95% CI = 0.92-1.13; and allele comparison: OR = 1.04, 95% CI = 0.96-1.12).
Upon stratifying the data by ethnicity, source of the controls, and NHL subtype, no association between the Asp312Asn polymorphism and NHL risk was detected.
Meta-analysis results of Lys751Gln polymorphism
Similar to the Asp312Asn polymorphism, the Lys7 51Gln polymorphism did not display any significant association with NHL risk (homozygous: OR = 0.97, 95% CI = 0.83-1.15; heterozygous: OR = 0.96, 95% CI = 0.86-1.06; OR, odds ratio; CI, confidence interval; P het , P value for heterogeneity; NA, not applicable; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma. Other abbreviations as in Table 1 .
recessive: OR = 1.00, 95% CI = 0.86-1.16; dominant: OR = 0.96, 95% CI = 0.87-1.06; and allele comparison: OR = 0.98, 95% CI = 0.91-1.05) ( Table 2 and Figure 2) . Moreover, based on the subgroup analyses, ethnicity, source of the controls, and NHL subtype had no effect on the association between the Lys751Gln polymorphism and NHL risk.
Heterogeneity and sensitivity analyses
No heterogeneity was observed among all studies for the Asp312Asn polymorphism (homozygous: P = 0.718; heterozygous: P = 0.935; recessive: P = 0.368; dominant: P = 0.426; and allele comparison: P = 0.717) or Lys7 51Gln polymorphism of the XPD gene (homozygous: P = 0.428; heterozygous: P = 0.184; recessive: P = 0.200; dominant: P = 0.335; and allele comparison: P = 0.405). Therefore, the fixed-effect model was chosen for the analyses using all genetics models.
The leave-one-out sensitivity analysis indicated that no single study clearly altered the pooled ORs.
Publication bias
The shapes of the funnel plots for the Asp312Asn (homozygous: P = 0.893; heterozygous: P = 0.249; recessive: Figure 1 Forest plots of the effect estimates for the association between the Asp312Asn polymorphism in the xeroderma pigmentosum complementation group D (XPD) gene and the risk of non-Hodgkin's lymphoma (NHL) under the dominant model. No significant association was detected between the Asp312Asn polymorphism and NHL risk. For each study, the estimates of the odds ratio (OR) and the 95% confidence interval (CI) are indicated by a box and a horizontal line, respectively. ◇, pooled OR and its 95% CI. Figure 2 Forest plots of the effect estimates for the association between the Lys751Gln polymorphism in the XPD gene and NHL risk under the dominant model. No significant association was detected between the Lys751Gln polymorphism and NHL risk. For each study, the estimates of the OR and the 95% CI are indicated by a box and a horizontal line, respectively. ◇, pooled OR and its 95% CI. P = 0.955; dominant: P = 0.209; and allele comparison: P = 0.195) and Lys751Gln polymorphisms (homozygous: P = 0.298; heterozygous: P = 0.825; recessive: P = 0.393; dominant: P = 0.689; and allele comparison: P = 0.523) of the XPD gene were symmetrical, indicating that there was no evidence of publication bias among the studies included in the meta-analysis.
Discussion
The associations of the Asp312Asn and Lys751Gln polymorphisms of the XPD gene with NHL risk have been investigated by different research groups, but the conclusions were contradictory. The most possible reason for the discrepancies between studies is the small sample size of each study, which limits the statistical power to detect the potential effects of polymorphisms. We performed the present meta-analysis via a systematic literature search to combine the results of all available studies, which may be useful for evaluating the genetic factors that contribute to NHL. In this meta-analysis, which included 3,095 cases and 3,306 controls for Asp312Asn and 3,249 cases and 3,676 controls for Lys751Gln, we found that neither the Asp312Asn nor the Lys751Gln polymorphism was significantly associated with NHL risk. The subgroup analysis also failed to reveal any association between the examined polymorphisms and NHL risk according to ethnicity, source of the controls, or NHL subtype.
The tumorigenesis of NHL is a complex multi-step process that leads to clonal, uncontrolled, malignant lymphocyte proliferation. Well-established pathogenic factors of NHL include environmental and microbial factors, as well as immune disorder, which may result in malignant transformation. For instance, exposure to environmental carcinogens can result in various types of DNA damage that subsequently induce the development of NHL [27] . In addition, an increasing number of studies indicate that genetic aberration may play a critical role in the progression of NHL [28] . Certain NER pathway polymorphisms, such as Ala499Val and Lys939Gln in the XPC gene, have been shown to associate with overall cancer risk [29] . XPD, a helicase that unwinds DNA in the 5' to 3' direction, plays a critical role in opening the DNA helix during the process of NER [30] . The XPD protein directly interacts with the basal transcription factor IIH (TFIIH) complex, which greatly enhances the helicase activity of XPD by 10 folds. Activated XPD then unwinds the DNA helix to facilitate the excision of the damaged DNA fragment during transcription-coupled repair [31] . These amino acid substitutions in the conserved region of XPD may influence its function as a helicase, which might ultimately impede DNA repair capacity and increase cancer risk. Mutation of the XPD gene may weaken the interaction between the TFIIH complex and XPD, abolishing the stimulation of the helicase activity of XPD, thereby reducing DNA repair and transcription capacity and producing abnormal responses to apoptotic signals [32] .
XPD gene polymorphisms have been shown to associate with the risk of a wide range of cancers, including gastric cancer [33] , breast cancer [34] , bladder cancer [35] , and so on. In previous studies, the Lys751Gln polymorphism has been shown to decrease DNA repair capacity, and 751Gln alleles were associated with decreased NER capacity compared with wild-type alleles [36] . In this meta-analysis, our results did not support a genetic association of either the Asp312Asn or the Lys751Gln polymorphism with NHL risk. This lack of an association may be due to the relatively small sample size of the present meta-analysis. Alternatively, these results suggest that the influence of the examined polymorphisms on cancer is tissue-specific.
There are several limitations in our meta-analysis that remain to be addressed. To date, there are only 6 studies for Asp312Asn and 7 for Lys751Gln that have investigated the association between these polymorphisms and NHL risk. Moreover, the sample sizes of most of these studies are relatively small. As a result, this meta-analysis may have limited statistical power to detect a potential association. In addition, different genotyping methods with differing accuracy were used in previous investigations, which might lead to a bias to some extent. Additionally, because other detailed data, such as age, sex, smoking habits, and alcohol consumption, were not available, our conclusions were solely based on unadjusted estimated ORs.
Conclusion
In conclusion, this meta-analysis suggests that there is no significant association of either the Asp312Asn or the Lys751Gln polymorphism of the XPD gene with NHL risk. Large, well-designed, prospective studies are required to verify our findings.
